
DEPARTMENT OF HEALTH -AND -HUMAN SE‘RVICES 

Food and Drug Administration 

[Docket No. 20031)-0386] 

Draft Guidance for Industry on Formal Dispute Resolution: SCientific ana’ ’ ‘ 
Technical Issues Related to Pharniaceuti&$ Current *Go04 Jjlanufbcturincj ’ 

Practice; Availability 

AGENCY: Food and Drug Administration, HHS. 

ACTION: Notice. 

/ ‘B :, .iri ,, ‘Ij,_ 

SUMMARY: The Food and Drug Administration (FDA) is announcing the 

availability of a draft guidance for industry entitled “Formal Dispute 

Resolution: Scientific and Technical Issues Related to Pharmaceutical CGMP.“” 

In the draft guidance, the agency describes a formal, two-tiered dispute ’ 

resolution process intended to resolve disputes of scientific and technical - 

issues relating to current good manufacturing practice (CGMP) that arise during 

FDA inspections of pharmaceutical manufacturers. 

DATES: Submit written or electronic comments on the draft guidance by [i&&d 

date 180 days after date of publication in the Federal Registk]. General 1 
. 

comments on agency guidance documents are welcome at any time. Submit ’ 

written or electronic comments on the collection of information by [insert date , 
60 days after date of publication in the Federal Regkkr]. 

ADDRESSES: Submit written requests for single copies of the draft guidance to 

the Division of Drug Information (HFD-240), Center for Drug Evaluation and ’ 

Research, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD’ ’ 
* 

20857; the Office of Communication, Training and Manufacturers Assistance 
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(HFM40), Center for Biologics Evaluation and Research, 1401 Rockville Pike, 

Rockville, MD 20852-1448; or Communications Staff (HFV-ii), Center for’ ’ 

Veterinary Medicine, 7519 Standish Pl., Rockville, MD 20855. Send one self: 

addressed adhesive label to assist that office in processing your requests. See 

the SUPPLEMENTARY INFORMATION section for electronic access to the draft 

guidance document. 

Submit written comments on the,draft guidance and on the collection of 
! 

information to the Division of Dockets Management (HFA-305), Food and Drug ~ 

Administration, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852. Submit 1 , . . /.~ 
electronic comments on the draft guidance and the collection of information: . 

to http://www.fda.gov/dockets/ecomments. 

FOR FURTHER INFORMATION CONTACT: Mary Jane Mathews, Center for Drug ’ 

Evaluation and Research (HFD-3), Food and Drug Administration, 1451 ’ 

Rockville Pike, Rockville, MD 20852, 301-594-2847. 

SUPPLEMENTARY INFORMATION: ” 

I. Background 

; i 

/ c 

FDA is announcing the availability of a draft guidance for industry entitled 

“Formal Dispute Resolution: Scientific and Technical Issues Related to ’ 

Pharmaceutical CGMP.” The guidance was drafted as part of the FDA initiative 

“Pharmaceutical CGMPs for the 21st Century: A Risk-Based Approach,” whidh 

was announced in August 2002. The initiative focuses on FDA’s current CG%@ 

program and covers the manufacture of veterinary and human drugs, including 

human biological drug products. 
! i ,I 

The agency formed the Dispute Resolution Working Group comprising ’ ; 
representatives from the Office of Regulatory Affairs (ORA), the Center for Drug 

Evaluation and Research (CDER), the Center for Biologics Evaluation and ’ y . 
>/ ,._ . ;_ i 
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Research (CBER), and the Center for Veterinary Medicine (CVM). The working 

group met weekly on issues related to the dispute resolution process and met 

with stakeholders in December 2002 to seek their input. 

The draft guidance was initiated in response to industry’s request for a i, ‘. I“ _ 

formal dispute resolution process to resolve differences related to scientific and 

technical issues that arise between investigators and pharmaceutical ’ 

manufacturers during FDA inspections of foreign and domestic manufacture&. 

In addition to encouraging manufacturers to use currently available dispute 

resolution processes, the draft guidance describes a formal two-tiered dispute t 
resolution process that provides a formal mechanism for requesting review ‘and 

decision on. issues that arise during inspections. 

l Tier-one of the dispute resolution process provides a mechanism to raise 

scientific or technical issues to the ORA and center levels. 
. 

* Tier-two of the dispute resolution process provides a mechanism to raise 

scientific or technical issues to the agency’s Dispute Resolution Panel for . 

Scientific and Technical Issues Related to Pharmaceutical CGMP (DR Panel). 1 

The draft guidance also covers the following topics: 

l The suitability of certain issues for the formal dispute resolution process, 

including examples of some issues with a discussion of their appropriateness 

for the dispute resolution process. 
’ L 

l Instructions on how to submit requests for formal dispute resolution and 

a list of the supporting information that should accompany these requests. 1 

l Public availability of decisions reached during the dispute resolution’ : 

process to promote consistent application and interpretation of drug quality- ’ 
I 

related regulations. : < 
This draft guidance is being issued consistent with FDA’s good guidance’ 

practices regulation (21 CFR 10.11’5). The draft guidance, when finalized, will 
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represent the agency’s  current think ing on “Formal Dispute Resolution: ’ -‘“I : 
I 

Scientific  and Technical Issues Related to Pharmaceutical CCMl?“*It does‘not ” i . 
create or confer any r ights  for or on any person and does not operate.to bid‘" 

FDA or the public . An alternative approach may be usedif such approach ‘. ’ “. I 
satisfies the requirements of the applicable s tatutes  and regulafions . ‘. _ ““: ” ‘̂  “. ‘_ “““’ ” ” i 

II. Comments __ i:. 

Interes ted persons may submit to the Div is ion-of Dockets Management (see \ 
ADDRESSES) written or elec trbnic  ‘comments on the. digfi gugdaiicel T~-~~cbp’f&~- -)  -.” “. ‘i I ‘. # 

of mailed comments are to be submitted, except that indiv iduals  “may submit!, .’ . -  ~ L 
I.__ -... . /*-.. j” ,j”., *“1 /IS .,,, ‘ 

one copy. Comments are to be’identified with the docket number found rn 
.<.“d ___ -  ._- 

: 

brackets in the heading of this  document. The draft guidance and received ’ _ ‘* -  __ ‘- 1. . 

comments are available for public  examination in the Div is ion of Dockets 
1 

Management between .9 a.m. and 4 p.m., Monday through Fr iday . 
, ; 

Under the Paperwork Reduction Act (44 U.S.C. 3501-3520) (the PRA), 1 ’ 

Federal agencies must obtain approval from the O ffice of Management and ‘.’ ’ 

Budget (OMB) for each collec tion of information they  conduct or sponsor. ’ 
I 

“Collec tion of information” is  defined in 44 U.S.C.: 3502(3) and 5 CFR ” “” 
‘” 

1320.3(c) and inc ludes  agency requests or requirements that members of’the i 
j -+ 

public  submit reports, keep records, or provide information to a third party. 
:, .‘,“,._” 

,.;,. ,. , 
Section 3506(c)(2)(A) of the PRA (44 U.S:% , ~~~6(cj(2)(A))‘requires Federal 

i” i, 
^-  -. 

‘: ’ 
agencies to provide a 60-day notice in the Fedixal~Regjishir con&G % - ig each ” 

proposed collec tion of information before submitting the colledtion to O M i$ ! .’ c  9. .j .f 
for approval. To comply  with this  requirement, FDA is  publishing notice of 

1 8 
the proposed collec tion of information set forth in this  document. 

W ith respect to the following colIec tion of informat.6n, “FDsA-igc ite;s ‘ -  ;., i i i” ,, -I( ..i ii_.“, ^ -  ,“, . 
” 

comments on the following topic s : (1) W hether the proposed collec tion of ‘. ‘i..‘O ” -’ -” 
,. 

,.e : I 
j$.,- 



1  
: 

i  i  

5  
j 

inform a tio n  is necessary  fo r  th e  p roper -pe r fo r m a n c e  o f F D A ’s E L z n c tions ; “’ ’ -. _ )  )  ; 
inc lud ing  w h e the r  th e  inform a tio n  wil l  have  p rac tical u tility; ( 2 )~ th e  a&u ra j  ‘. 

1  
o f F D A ’s es tim a te  o f th e  bu rden -o f th e  p roposed  col lect ion o f inform a tio n , ‘̂  

: 

.i I ,. 
inc lud ing  th e  val idi ty o f th e  m e thodo logy  a n d  a s s u m p tions  used ; (3)  ways  to  

e n h a n c e  th e  qual i ty,  u tility, a n d  clari ty o f th e ’inform a tio n  to  b e  col ledted;  & $ l- ” ‘ 

(4)  ways  to  m inim ize th e  b u r d e n  o f th e  col lect ion .o n  r e s p o n d e n ts, inc lud ing’ “’ ^ ’ . ” 
th r o u g h  th e  use  o f a u to m a te d  col lect ion techn iques , w h e n  approp r ia te , a n d  * : ; 
o the r  fo r m s  o f inform a tio n  techno logy . 

Title: D ra ft G u idance  fo r  In d u S y  o n  ‘Forma l  D ispu te  ‘Reso l ;tio n :‘S c ie~~ i~ ic  
“\ 6 , 

^  _ ’ * 

a n d  Techn ica l  Issues Re la te d  to  P h a r m a c e u tical C G M P -  
” _ d  
1  

Descr ip tio n : T h e  d ra ft gu idance  is in tended  to  p rov ide  inform a tio n  to  . ” 

m a n u fac turers  o f ve ter inary  a n d  h u m a n  d rugs , inc lud ing  h u m a n  b io log ica l  ’ ’ -. ” * 

d rug  p roduc ts, o n  h o w  to  reso lve  d ispu tes  o f scienti f ic a n d  techn ica l  issues ” 

re la t ing to  C G M P . “Dispu tes  re la ted to  scientif it i  a n d  techn ica l  issues m a y  ar ise  
! f 

du r ing  F D A  inspect ions o f p h a r m a c e u tical m a n u fac turers  to  d e te rm ine  

comp l iance  with C G M P  requ i ren ien ts, o r  du r ing  F D A ’s assessmen t o f 

correct ive ac tions  u n d e r taken  as  a  resul t  o f such  inspect ions:  T h e  d ra ft 

gu idance  prov ides  p rocedures  th a t wi l l  e n c o u r a g e  b p e n  a n d  p r o m p t d is&ss i&  -’ ” *’ ,: ,., _  
o f d ispu tes  a n d  l ead  to  the i r  resolut ion.  T h e  d ra ft gu idance  descr ibes  ~  * 

p rocedures  fo r  ra is ing such  d ispu tes  to  th e  C K K & id cen te r  levels  a n d  fo r  1  . ! ” 
reques tin g  rev iew by  th e  D R  P a n e l . 

W h e n  a  scienti f ic o r  techn ica l  issue ar ises du r ing  a n  F D A  inspect ion,  th e ’ 

m a n u fac tu re r  shou ld  init ial ly a tte m p t to  reach  a g r e e m e n t o n  th e  issue 

inform a lly wi th th e  invest ig&or .‘Cer ta in  sd ien tific o r  techn ica l  iss.ues m a y  b e  

to o  comp lex  o r  tim e - c o n s u m i n g  to  reso lve  du r ing  th e  inspect ion.  If reso lu t ion * 1  

o f a  scienti f ic o r  techn ica l  issue is n o t accomp l i shed  th r o u g h  inform a l 1  
1  I. 
a  . I.,, / _  ,s_ _  ._  ,*. “I 

.- _ -  , .e  _  I~ - ” _x_ . ,, ” > , _  i ., j .,? _ . 1 ) : , #  ‘II\ $  (,_ “,- ,,*...I,...: .“_j ,_ 1 .. 
I .” i_  ,l,. ,, *,‘.._ ” ._ . . ..; , .I . j. .^ ,. *a/( _  . ‘““F ” . I.,,_  ,.., . . 



mechanisms prior to the issuance of the Form FDA483~ the manufacturer oa$ 

formally request dispute resolution and can use the formal two-tiered “dispute ’ 
r 

resolution process described in the draft guidance1 _ j * ,_ 

Tier-one of the formal dispute resolutionproc’ess involves scientific -or’ ; 

technical issues raised by a manufacturer to the Ol?A and cknter Ieveis. “If”; &:_ -’ 
/. “i , 

:“: .- 
manufacturer disagrees with the tier-one decision,‘ tier-two of the formal 

; I. 
I 1 

4 . :., _ . “, i‘ ,, i” 
dispute resolution process would thenbe available for appealing ‘that decisron 

,‘.. ‘̂  

to the DR Panel. 

If a manufacturer disagrees with the scientific’or technicaI basis’for~‘an:‘ 1 ” ’ ’ 

observation listed by an investigator on a Form FDA 483, the manufacturer _I 

can file a written request for formal dispute resolution with’the appropriate ! _i ” 
+- 

ORA unit as described in the draft guidance. The request ~~r’fdrmciI”.~~spU~~‘c; ’ __“‘_^I ‘I . 
_, 

” “. : ! 
resolution should be made within 10 days of the completion ‘of ‘an inspection;’ ‘) 

and should include all supporting documentation and arguments for reviek; 

as described. If a manufacturer disagrees with the Qier-one decision in the .i 

formal dispute resolution process, the manufacturer can file, a, written request i 2 
, . .,._ “.“, for formal dispute resolution by the Ili~,.Panel.~“‘he‘ma;;ufacturer s~h’o”;;laA~ -,- id. .; ,” -.. .’ ,*‘, * ” b^‘“‘ 

: . . 
provide the written request for formal dispute’resolution and all supporting ” ” 

^ .Ij”e,- __ 1, ._ I . . . . _,s, I _ 
documentation and arguments, as describea in the’following paragraphs, to 

_ 1. ,_,.“_“... _ 

the DR Panel within 60 days of receipt of the ~ier-one decisibn. ~ . “:’ ~” ‘̂  .‘~ ‘-“” ‘-’ “~ _ ““j ‘“” “ ~’ 

All requests for ‘formal dispute resolution ‘should be’3i krtmg and mclude 
~ ,“‘A<.” y’b”,x* .*L.._s/ “‘.@. ,i‘l*<,‘*i 4 &~/sei,‘.* <a,, a-*“.< _. .““. ,. ,..-. “CWU/,, 

adequate information to explaTn tKe nature-bTiEe *.zispuik +& io”ailov;-‘FD.‘l Ii;-,...=.” ; I  -, - . I .  

t  

to act quickly and efficiently. Each’ request should be sent to the &hpropri&$ ” I i ~ - . 
address listed in the draft guidance and’ includethe following: 

/ P 
‘. i- ‘- 

* Cover sheet that clearly identifies‘the submission as either’s request for* ~ , L 

tier-one dispute resolution or a request for tier-two dispute resolution; 



0 Name and address of manufacturer inspected (as listed on theForm $A,‘ ‘-’ ’ ” ’ 
-.. ,__. ^, ,< 

/ : 

483); 

l Date of inspection (as listed on the Form FDA 483); 

0 Date the-Form FDA 4Wissued [from the Form FDA 48.3); 

l Firm establishment inventory (FEI) number,‘if available (from the ‘Form’ ,,,II, _I 
. i ; 

FDA 483); 

l Names and titles of FDA employees who conducted inspection (from . 

the Form FDA 483); 

l Office responsible for the inspection, e.g., district office, as listed-on the’ . 1 -i ’ 
Form FDA 483; 1. y 

l Application number if the inspection tias a’ preafiproval inspection; ’ ’ 

0 Comprehensive statement of each issue to be resolved: 

0 Identify the observation in dispute. 

0 Clearly present the manufacturer’s scientific position or rationale i 

concerning the issue under dispute with any supporting data. 

0 State the steps that have been taken to resolve the di+ute, in&ding’ * 

any informal dispute resolution that’may have occurred before the issuance F 

of the Form FDA 483. 

l Identify possible solutions. 

l State expected outcome. 

A!>‘. I. 

1 i “” .- 
^. x “i” ,...., j ^_I , 

’ : 
0 Name, title, telephone and fax number, and e-mail address (as available) 

of manufacturer contact. 

Description of Respondents: Pharmaceutical manufacturers of veterinary’ 

and human drug products and human biological drug products. 

Burden Estimate: FDA has reviewed the total number of informal disputes 
, “(. ,. -. .“,_, , ,,_v _/ p’. ,:_ ,e. , *,. ,_ - . 1. “~“L,“~~j. . . ‘-.a*#. i 

that currently arise between manufacturers and mvestrgators (and FDA district , . .d.E $ _.. ‘ 
offices) when a manufacturer disagrees with the scie~ntific or technidal~basis’ * 

: & 

* 
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I . 

for an observation listed on a Form FD”A 483. FDA estimates that 

approximately 12 such disputes occur annually. FDA believes that the.number _ ,I+. I._ 
of requests for formal dispute resolution under the draft guidance woul’dbe ’ 

higher because manufacturers have expressed reluctance to dispute with the: 
, 

agency scientific or technical issues raised in an investigation in the absence * 

of a formal mechanism to r,esolve the dispute. In addition, manufacturers hav.e 
: * 

requested the formal mechanisms in the draft guidance to facilitate the revie’;i: 
. _  ̂ , /, . . . . I 

of such disagreements. Therefore, FDA estimates that approximately 25 ’ - I ; 
manufacturers will submit approximately 25 requests annually for a tier-one‘ I j 
dispute resolution. FDA also estimates that approximately five manufacturers . I” _ .“, . .~ . ,, j ._,_,. ,,- -, ,#+.,‘“.d _; . . / 
will appeal approximately five-of these requests to the DR I?iel (request for ‘IL’ L 

a*i”‘ .>‘. _ c 1 ,‘I% ., ^ ,. ,*, 
_. * .‘ii,~i,, ).” ,,_.._. 

tier-two dispute resolution). 

Based on the time  it currently takes manufacturers to prepare responses ’ 

to FDA concerning issues raised in a Form FDA 483;FDA estimates that it 1 
-,._, i ., Pi I 

will take manufacturers approSmately $0 hours to prepare and submit&& ’ 
.) .r !’ 9 

request for a tier-one dispute resolution and approximately 8 hours to prepare 

and submit each request for a tier-two ‘dispute resolution. 
x 

Based on the .methodology and assumptions in the previous paragraphs, ’ 

table 1 of this document provides an estimate of the annual reporting burden : i ; 
for requests for a tier-one. dispute resolution and requests for a tier-two disljute 

.’ I ,; 
resolution under the draft guidance. FDA requests comments ‘on this analysis . I ’ 4. * ,/ . . 
of information collection burdens. ii _., 

TABLE 1  ‘ESTIMATED ANNUAL REPORTING BURDEN’ 

Number of 
No. of Respondents Responses Total Annual  

per Respondent  Responses 
Hours p&r 
Response Total Hours 

Requests for Tier-One Dispute Res$uti~n 25  1  25  30  750 

Requests for Tier-Two Disptite ~Resotution 5  1  5  a 40 

Total 790 

1  There are no  capital costs or operating and maintenance costs as$ciated with this collection of information. 
es.‘ 



IV. Electronic Access 

Persons with access to the Internet may obtain the draft guidance ! I 

i 1  

document at either http://wCw.fdd.gov/cder/gziidance/index.h tm or ‘http://’ ’ 

www.fda.gov/ohrms/dockets/default.htm orhttp://www.fda.gov/cber/ 
1” ~ 

> n 
guide1ines.h tm 

i i 

Jeffrey- Shtire 
Assistant Codm&sioner for Policy. 
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